IS THE liNITED STATES PATENT AND TRADEMARK v>FF!C - 



An Unit 
Hxaminssr 
Serial No, 
Filed 



1645 

J ana A. H'man 

10/795,873 

March 8, 2004 

Jean-Pierre Hermet 

Lsabeile Bessors-Faui-e 

Sebasiien Ribaull 

Yann Crodfriri 

AmxQ Momiol des Angles 

DEVICE AND METHOD FOR 

CONCENTRATING AND DETECTING 

PATHOGENIC MICROBES FROM BLOOD 

PRODUCTS AND/OR THEIR DERIVATIVES 



Cuvtomer No : 035811 



Inventors 



Docket No.; 1049-04 



Confirmation No.: 3189 



Title 



Datetl: D ecember 1, 2009 



RESPONSE 



Mail Step Af 
Commissioner ibr Patenfe 
P.Q.BOXI4S0 
Alexandila, V A 223 1 3- 1 450 

Sir: 

This is suhmiued in response to the Official Action dated August 6, 2009. 

Claims 1- 5, 8, 10, 1.4 - i7, 23 - 27 and 37 - 38 stand .rejectal under 35 USC §103 over 
the hypothetical combiimtion of Zierdt and Aunet and Doshi. The Applicants t^spectfully submit 
that one skilled in the art would not m^e this hypothetical combination, but m any event, the 
methodology resulting fro?n thai co:Tibinatio.n would still be quite different from the subject 
matter of the above-men iioiied ciainis. Reasons are set fortii below. 

The rejection frankly acknowledges that Doshi does not disclose perfoi-ming the method 
in an enclosed and sterile device and comprising selectively lysing the cells and recovering 
microbes with a second filter havirig a pore si.^e of abovt 0.3 ixm. to less than 1 ^lui which retahis 
conlarriiniuing rrsicrobes and allows passage of cellular debris. The Applicanls agree, mslead, 
Doshi, for example, does not disclose, teach or suggest tliat a lysis step is applied to the blood 

HAST\4260S595.I 



scrv- c \{ most Dob r reft ^ \- "h. iie^^v t rv>"' c "o ^ \ -.bits li Sju IX> sjoooss Nji.'^ 
.IS Mt ^ricua: oi plas.n^, elncierky oi iiitrauon ana dii> b ooj oel s ; l\nc .'xp'icd i^anut' Ki^ 
process. However, there is no step of conducting lysivS. fa fact, Doshi leads away from such a 
step. 

.r. 3osh\ 'hit p.Tooec of tno agdul'nalsoTi step is to rd the ♦^suiting sajiipie of red blood 
cA s (05 p^;tb :he:eoO- Hoshj clearly speaks to tins aspect when it discusses the second filter 
(col 12, Hue I ). If extra red blood cells escape tiie first stcp» a second filter can be added to trap 
the red biood cells remaining while allowing the plasma to pass through. Adding a lysjs step at 
tivs y -■: wou d ''mstrate that oiirpose as flowing through the ^I'ter would be tht red blood cell 
cojnporems as svcll. Hence, one skilled in the art would not want to add a i>'sis step m Jcshi 

llic rejection therefore turns to Zierdt to cure this deficiency and refers to page 74. col. 2 
and page 75. coi. 1 for the proposition that Zierdt teaches selectively lysing the cells and 
rccover;:ig mic-obes, with a second filter having a pore size of about 0,3 jim to l^s than 1 pm 
which retains contaminating microbes and allows passage of cciluiar debr s 

On the one hand, Zierdt discloses a lysis- jfiltration culture tecl^uque, Ia5is is disclosed 
as allowing for the separation of bacterial pathogens Irom antibacterial properties of the biood on 
pui,'C "'■i n ;ro '"li," partigraph. On the other hand, page 75, col. 1 refers to lysis of blood samples 
with a bSooa hsiag solution. lio-wever, that lysis refers to the ent.rc >k>od sarip.e 

This :b sharply contrasted to the Applicants' claimed .ncthod wbxh soit;ctnt;lv iyz^a, 
residu al cells of the filtrate. In other words, there is a first filter step and then only residual cells 
of the filtrate are lysed and then subjected to a second filtration step. ITie Applicants respectfully 
^rh rA fui / xc^rt fai!? to disclose, teach or suggest filtration of residual cells. Instead, the entire 
sample is subjected to the lysmg step. 
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If the AppI ca it'-' -^v^^s . e biokcn frito ai . 'j! . imiio > aju. . \s'^ i>r.p i i 
applied to the teachu.cs of Ooshi and Zicxclt Ibe resu't is d't^oretu i iic Vppijc- ..vv\ h si 
filter of about 2 - 20 jiin If a sample is tak(.n and mtioduced to an aggiutmating agent and then 
passed over the filter, tie Applicants capture the white blood cells (which are on a\ crage 25 iim) 
lie e-t I H" 0 N a p a^ra that i<! suhstaitialK hcc o'ccik'^ i. f i] .neiub -it ns'; 

p>> n , <.x^i\h\s /30f... U>bit,) does not .bsxc scase as the nam pouit Oj. /jckI s tba. 
bensstiVity can be increased by lysis of the wltite blood ceils which contain phagoc>ti^ed 
bactersa The Applicants would have }mt removed all the white blood cells m the pre\x>ub step 
Thus, tiie ^.o— bill., 'o i w <)!.'<■' let is.- Tade by one skilled ir i c 

The Apphca i?t> xs>pectij:iy submit that those teachm^^a lead tliose skilled ui ti*, ail away 
from the Apphcants' claimed teachmgs. For example, even tf one skilled m the art were to 
hvpotheticaliy combine Zierdt with Doshu importing the teacliings of Zierdt into Doshi would 
r<.saU in Iv^mg of the entire b cod "samp'c, v,^ ^ ,-'p()s.d u> h-ip< ctidual cells which is what the 
Applicai^is claim m Claims 1 - 5, &, 10. 14 - ? 7, 23 27 and 37 38 

That assumes that one skilled m the art would make the GOmbiiMition in the first place. 
One of tiie goais of DosM is to remove blood cells from whole blood since it is difficult to 
conduct analysis of dissolved blood components without mterference from the red blood cells, 
DosV suggest" £p'-)]\-"3ii/ a SjtvOnd^ \ fi'lei \Mth a i,id p'raie sj't k< ^hc ^c-^^ihuv^ 
Dlood >.clli Ljlthv) Lbt <">jgk vi ^.auot^tiltrat.on ihcic i-> iio n^ed lor )Siso>iedceU i boshi 
smce deb< is ot ^ed cells causes mtt-rference to the anai>'sis of dissolved blood components such 
as is discussed n col 2, bnc 12 of Doshi Thus, the Applicants respectfully submit that 
Vyp^Lit-iKd vor 1 ram /ie'Ut v,^ti nn-^>j \so' It ad v->ic lied m the art a\^av from the 
Appiicants ciaimea seseciive iysmg ot residual cehs oi a filtrate. 
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r^ic Lie.tio 1 < (so nuns \. no; '-c p o \ " Lc. :\<i* ild he .>b^ ojs to . 5 

Response, there is no such djsclosure of an enclosed and stenie housing gn en the comooiicnts 
that are open to the surrounding enviromnent Thus, importing the teachings of Aw^et mto tiie 
te.icl\'igs of Zjordi ard Dosfai woiiid still not care that deficiency with respect to the erxbsed 
and sterile device, 

Mfereovetj inipoiiing tiie teachmgs of Aunet into Zlerdt md Doshi woaid not cure the 
deficiencies set fotth above witli resspect to selectively lysing residual cells of a filtrate. Aunet 
si!i?LH;sK^ \mA "no surfaciant should be present in such conceiuratiors ^^s tf^ ca.i^;.' hcriiodialysis of 
the red biood cells" in col, 4, lines 26 28. Tims, Auuct discourages utilization of lysiS 10 
separate blood eeiis from whole biood. 

The Applicants' process is remarkable in that it is performed directly on a sample 
sicmmuig iTom a blood product collected from a subject without prior treauiicnt or dilution, as 
discussed m ihc Applicants' specification. Indeed, in the test of tlie prior art for detecting 
patliogenic microbes in blood products, the treatment that are supposed to selectively extract the 
pathogenic microbes simultaneously cause an elimination of these microbes. This elimination 
IcaJo 10 vSi^ unut.r<"iy30ssnjo;!t of tiic picsciice o: the microbes in the blood product. The 
Apphc;i::ts' method, as defined in Claim 1, allows detecting contaminatii-:g iK^cobes stithout 
uudercstjm None of Doshi, Aunet and Zierdt teaches or .suggests s^ich a 

method. For that reason also, the subject matter of Claim 1 involves an inventive step. 

Aunet does not disclose, teach or suggest a device comprising an enclosed and sterile 
ho.;,si;-!g. ontiv and cxn poils. Aunet discloses that "a sample of vvhnle blood is .ipp led to u-i. r'^kl 
iLst uid of the matrix"* ^col. 5, lines 48 49). This inlet in not disclosed as beu^g cnclosc;d and 
sterile. Indeed, none of the terms "enclosed,'' "sterile," "safe," "pollution" or "contaminant" is 



iihco Ac.nei .'n aJdii.c^ e<ioh figjrc of Au^et shows aa inlet of ihe e.;try p»-.rt ^\^;c^: )S \r 
cortaLi \%.tli ihe cxtenial ejvuonmuu (col. 5, lijies 65 to col. 7^ line 63, and references i'-K 34, "4 
and 94 of Figs, 1-5). It can be seen on those figures Lhat the inlet is not enclosed in the device. 
Tlie device of Aunet is not enclosed and cannot be sterile. In fact, nothing in Aunet or Doshi or 
/^Cic^t iuygcsts conducting the proccps in an enclosed and ster'.k device Con'^oe.xTtix. tbCiC ;3 
a n^k la Aunol of extraneous microbe induction in the sample to analj-'ze. Fuithcr, there is no 
indication of bow to avoid external contamination disclosed in this document. 

In the Applicants' method, there is no possibility of external contamination since the 
mt;i!5od ocrfonrcd m an enoiO^cd and ste;-k oe\ ice Tbe reiecuon states thai ore skilled ui the 
art pertbrniing analysis on olood or blood products would perfonn the assay within a sterile and 
enclosed hood. Such an art is typical of the prior art. Tlie Applicants' method allows the user to 
be free of a hood. Thus, the Applicants' method can be used anywhere since the device in which 
it :s pcrfonned is enclosed and sterile. For tins reason also, the sabjeot matter of Claim 1 
iilvolves an inventive step. 

ITius, tlie notion in the rejection that the Applicants' method is perfoimed in an enclosed 
and sterile device is equivalent of being performed under a hood is clearly in eitor. it is not 
necessary to perform the el aimed method under a hood. 

The Apphcants therefore respectfully submit tlial ore skDed in Tie an woire srake 
the h>poHi.tical combination of Zierdt with Aunet and Do.shi arc thai, -n a^^y event, the 
combination would still tail to result in the subject matter of Claims 1 - 5, 8, 10, 14 - 17, 23 27 
and 37 ^38. 

C aiir,^ <^ and " b*ai-c se^jctul .-rde: IS VS^ V.t;,^ ove'- the ti^thcr hvpotbevca; 
(.oirbnv^tiou of (-..ihey with /icidt ana Do&ln. Fhi, Appjcari'^ .sspeclfully subni t th<u K atl"t \ 



faik io cure the deilciencies set forth above with respect to Zierdt and Doslii. Withdrawal of the 
refection is respecttuily requested. 

Claims 9 and 13 stand rejected imder 35 USC §103 over the further hypothetical 
combination of Besson-Faure with Zierdt, Aunet and Doshs. ITie Appiicanls respectfully submit 
that Bes^on-}-ajrc fails to cure rhe doacionc^Ci: ;-ei ,'b.>vc with respect to Zierdt, Aunet aiid 
Dosln. \\'tthdra\\al of that rejection is also respccituiiy requested, 

hi light of the foregoing, the Appiicaiits respectfuliy submit that the entire application is 
now in condition for alio wanee, which is respectfully requested. 



Respectfully submitted, 




T. Daaiei Christenbary 
Reg. No. 31,750 
Attorney for Applicants 
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